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im&m i ] mm^r : 1 , : 2 , e#i#s- : 3 , se?ij#^ : 4 , is 

o#B^)T ^ ;w.W$\U (ii) mm^ : 2 . ge^ij#^- : 3 , mm^ : 4 & l 

<(iK?iJ#^: 6^)i6f@^l ltS<7)7^»K (iii) : 

5 0^8#S~^1 3#i<^)T^ ymie^Js £fct± (iv) 7W|2f 
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^ 4 1 m?> * j ? u - i- )um$ 0 

[ft^6] AUI I 103-5-41 (FERM BP — 8220) "CUtk 
£*L&yW7*'J Y-~? mm.fr hm$L%*i%2> AU I 1103-5-41 afl^ 

[IS*S8] AUI I 103-5-4 1 (FERM BP-8 2 2 0) tfi 
[W^9] AU I I 5-6- 1 0 (FERM BP-8 2 2 1) T^g^tl 
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6 fit 3tg 4 Ifim^^^^itSc 

in ^ 1 1 ] i ifiicotiL^^ Lt^-siio 
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1**5113] lf^«ifB«oiJL#:^fflv^it^#m^-r^>I^J#-^: 1. 
se^J^^- : 2 , @e^J#^- : 3 , mm*? : 4 , mm&-% : 5 , wtm^ : 6ttz 

l 4 ] fff$gt l SB«<Btfitfk M^^is «t tfiBWMfcS *LfcE?!J#^ : l 
, @e?'J#-^ : 2 , E^J#-^ : 3 > wm&t : 4 , @E^J#-^ : 5 > sesw^- : 6 2 

#fc£«^l$K&lS$-g\ ^#:ic^Lf^^fc$tt^SH^J#-^: l, E?0# 

: 2 , e*ij#-^ : 3 , e#I#-^- : 4 , ebi*3- : 5 , mm^ : 6 s ti\±wm 

tM*»E5iJtt: K @e^J#^-: 2, E?>J# 
^ : 3 , @5?iJ#-t : 4 , : 5 , mm^ : 6 2 tzitm^m^- : 7 x~m$ 

mm^ : 2 , I5^J#^- : 3 , : 4 . ib^j*^- : 5 > : 6 * 

amm^r : 7 -e^ $ ti& 7 s y ttE$i * %rt h # >; ^ ^ k $ fc t± -e- 

[0001] 

E?iJ#^- : 1 > @e^J## : 2 , E?fl#-^ : 3 > mm^- : 4 > se^ij 
: 5 , mm^r : 6 4 fzm&m^ : 7 -e^$ r 5 y TOJ^fti*' 
V.-7> K4 fc»i*tf>^flWC^<0»^:/> Ki:^#Itt^^t^tiL# 

mi^^A^m^ _tsa# v ^ ? ^ k t tz a ^(Dmmwm^-t & m&<o®w 
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T «f tc * n t- y v > I I (D'b&miBRh l^tfr* & m^tfW £ ri* fc »K MM<7)<b 
mW^ftm^^VtLX&UZtiX^&o fnf>v>I 1(4, ^&J, 

n -f > -> > 1 1 izwt & y h jflL^ <t o it $ frtzwmfrKmm $ 

tv>/: (J. Exp. Zool., 275%, 226-23811, 1996^) 0 IT, if *5 

0 , , )nf>y>'i i o MfiZfci&itttfMjm&W-^ * $ ^ (iPifLS&^-e 
^-^J*, 9 y h&il^fc: h (C ^^^-f^, ^ tL7t: (Proc. Natl. Acad 

. Sci. USA, 95^, 15803-15808M, 1998^, FEBS Lett., 457%, 28-32M, 199 
9^, #Kvfcmi WO 01/04298-t^r#) 0 tfz, Ikm&Mfifrfrh r/n-fex $ fi 

fz^m^ Kiuo^ntV'/vi i * 5, • jmi $ *l, ps?l 

(Biochem. Biophys. Res. Commun., 265%, 123-129H, 1999^, 8frW$tt2 
WO 00/32627-^<2:IR) 0 $ h (C, V # > KjfeftlO :* -77 >g#flrC* 5H>i3 
SLTfJv }^GPR14 (SENR) (Genomics, 29%, 335-344W, 1995^, Bichem. Bioph 
ys. Res. Commun., 209%, 752-759M, 199530 ^nf>y>I I (DW&Mft 

i: U7nf>y> I I *ft#LT^tt*.H,ffiLfc») (WO 01/04298-^<&$R, N 
ature, 401%, 282-286K, 1999^, Biochem. Biophys. Res. Commun., 266%, 
174-178M, 1999^, Nature Cell Biol., 1%, 383-385H> 199930 , 

$>2>f7VTy*y>I (Biochem. Biophys. Res. Commun., 265 
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%, 123-129IT, 1999^. WO 00/3262^2rfU lc«t oTW?>^(:$ *tfc 0 

M^^S&HR^V^T^,tti$tLTV^c (Am. J. Phys. , 2m. R361-R366 
M. 1987^, Eur. J. Pharmacol., 149%, 61-66M, 198840 t6 s , t^nr> 
v>I I *fflv»Ttflie$*t*: (Nature, 401%, 282-286M, 199930 o £ <b K 

^Jftt.W^iRMH.toTW^tcPiS^C: ttfmZtitz (Nature. 401 
%. 282-286H. 199930 0 Z.*ib<r>Z. tfrb * n-r > v > I I ^fr£^L«!l 

L^U fot, f SI t Mf ^ffl v» /itft t: J; o t ^ n f > y > I I^'Ui 
1= Ltli, 4 ^ li«/.MM ^ x<&-f L *> WfciRltflUB &^ $ 

1\ H MSSKS^^Waftffltt** O^i^r^O-Cii^v^ t&mZtUt (Br 
. J. Pharmacol., 131%. 441-446H. 20003s Am. J. Physiol. Heart Circ. P 
hysiol.. 280%. H925-H928H. 20013s Circulation, 103%. 1378-1381H, 20 
0130 o Ui:^nf>y>I I *»#Lfc£UftT»«i, mmU<OfoMi>*m&Lte 
t\,*7m& (Br. J. Pharmacol., 135%. 25-27W. 20023O 
£#£&/6>o*:«hv>9^ (Cardiovasc. Res.. 53%. 341-347H, 200230 <D 

m%tf&ho iam*«ti8»cfli< ; t c i ^ t it^tE^ i ^if ^ 

SL^7 s» Hcjs^T^n-rVW I I i J: ^fO^^O^S-C^MWI 
LX^&Zt (Heart Vessels, 16%. 64-68K, 200230 & X Tf\L hfc$$\,>X i> 
mfa&'k'F&BM<o>b185-?V n 7- > v > I I ©Mraitv^ d tri^R^S 
fltz (Lancet, 359%, 1990-1997H, 200230 0 h'MftiWIlBK: 
joV^t^nf yy > I I# s JjE*f£ffl&^1" (FEBSLett.. 508%. 57-60H. 2001 
4£)£bfrt>, -)nf>y>II ^l^Et^O^ K N-5- L , 'W^jR H £ * o 
T v > £ m^^m. Ztitzo £ £ , W^Jfe#o JfiL* -)nf^»i i 
JntTV^Ct^^^ttTV^ (Lancet. 360%. 545-546M. 200230 « Sfc 

(Lancet, 358%. 810-811K. 20013s J. Hypertention. 19% 
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, 2185-21905t\ 200W) , * n-r > *> > I I^I#«^tL 

(Brain Res. > 923%> 120-127H. 2001^) . -5" Lt, 7 7 h^v^cHlCJ; 
Hnf>-»I IOMrttft-^twJiorfftti^iillPL*:*), ^c^/Cm^ti 
^Ct^ (Psychopharmacology> 155^ 426-43311, 2001$^ W 



[0 0 0 3] 

mwrzm. i ] 

WO 01/0429 

WO 0 0/3 2 6 2 7#<2r# 

[#It»3] 
WO 02/1451 3 
[0 0 0 4] 

[0 0 0 5] 

v> I IW:i5Eft^iHLt„ fit, $«bfcW3££?fofc|g:fc, 
[0 0 0 6] 

( i ) Sfi^iJ#-t : i > SB^J#-i- : 2 , @e^ij#-^ : 3 , wm^r : 4 , mm^ 
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( 2 ) C WJJO^^"/^ Ktf>\ (i) @E^iJ#^- : l^)i5f@~I10fS 

or s smwh go be?o#-^ : 2 % @e?ij#-^ : 3 , @e^ij#-i- : 4 & l < t±E 

^IJ#^-: 6 0f6fi-Il imBOTSSmEffiU (iii) Ifi^iJ^^ : 5 0f 
8fl-fl3fg07^ifii!^ (iv) SB^iJ#-t: 7^)i2f@~f 

7#a07 5y$@Bm^-&^7^KT*&&_tfa (1) fB$W/L^ 

(3) *y^n— j-)\'fcfaX'$>&±M (1) 8B«*>#Mt:. 

(4) tlMi£*ifc±fB (1) 

(5) AUI I 5-6-1 0 (FERM BP- 8 2 2 1) tl^?^^^f 
K-7iJ|^t,14^WAUI I 5-6-1 0 a-C$R^$ft&±E (4 

(6) AUI I 103-5-4 1 (FERM B P - 8 2 2 0) Trtl^£ *L* 

A^rv v --?mmfrbm&.2 *m zaxj 1 1 103-5-41 ats^s^ 

±ffi (4) fB«c<?) ^ / ^ o - f- 

(7) _ue (4) tam^^/^n-i-^^^^i-^/N^r 1 ; f-^«. 

(8) AUII 103-5-41 (FERM BP-8 2 2 0) t^$tL^ 

±ie (?) iBf^vwrv k— ^iBfla, 

(9) AUII5-6-10 (FERM B P - 8 2 2 1 ) t^F£*L&±iB 
(7) ISiSttfVWy; K-* TUBUS, 

(10) ±15 (7) fBRO/W:/'; K-v|ffllft*^flcF«iifctt^#^'Ci&*L 
, * ti^#^^ <b ±IB (4) mm<Dm*ZW$L'rz>ZtZ!WfflLtirZ> 

±ie (4) ismo^o^^, 

(11) ±|B (1) SB*Wtfc#*-£:*LT4:£E*. 

-Lis (i) &m<offlt*ttLx%z®wm> 
(i ~, ±15 (i) E«<&ffifl^fflv*s£fc*^fc^&E?B##: 1, E?d 
: 2 , @B3*J#-t : 3 , E?0#^ : 4 , EHS-^ : 5 , wffltt : 6 s tzizm 

(14) ±|B (1) Ettotftfls *»«*J:0 < Wlfc'fk*tL/sEyU#"§-: 1> SB 
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mtw : 2 , : 3 , E?!l#§- : 4 , @e^J#-^- : 5 . mm^ : 6i?tii 

2, 3, 4. EFfl#-^: 5, @£?ij#-s§-: 6 £fcttE?!l*3- 

3, e?!)#-§- : 4, E?iJ#-§- : 5, mm^ : 6 f fcttEyij*^ : 7t^$ti^ 

(15) ±|B (1) E*0«L#«:fflv»4ii:*4¥«t-t*Eya#-9-: 1, Sfi^J 

: 2 . @s^iJ#-^ : 3 > mm^ : 4 , wzm^ : 5 , : 6 * fc*±E 

: 7 -c^t £ tt-i) 75/ mse^j £*rt & # >; ^ ^ k * « -e oit 

[0 0 0 7] 

@e^y#-^ : i xmt> z tiz r 5 j mmm * m-t & *° u ^ ^ k * t± c * t -r & , 

E?y#-^ : i , e?ij#^- : 2 , : 3 , : 4 , : 5, 

EBI** : 6 t *iEyy#-3- : 7 -ms r 5 y m@£?iJ z *° u ^-7°^ K 

[0 0 0 8] 

±E»*fffc UTtt, M;tf±\ E?0#-^: l, se^iJ#-^-: 2, @£^J#-^ : 3> 
E?iJ#-t: 4. 5, Efi^iJ##: 6 tfcliE?!!*-* : 7t-^W7 5 

y m^H^— Lfzi>(D, 757 g$$£$ ^ttiD • n A $ *L7t & co & f 



mm^r : 1 , : 2 , E?!l#-if- : 3 , mm"? : 4 % wmtt : 5 , 
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<Dwmi£<omtLT^ (i) .tier ^ ym.w.m*<v 1 1 tut 2 m&>± wz.i£ 

1~51@, »i L< f±l ttzit2m) 07Ui«UI)<7), (ii) _b!B7 
5 yME?iJK 1 ifeJ42fflJa± (#!lx.tf 1 ~ L<til £^±2 48) O 

T^BMWDLfcfcO, (iii) -hffiT * -/SHE^K 1 S fc»± 2 fl£Jl± (fflx. 
tfl~5l@> «Ft L< (4 1 * tzit2m) <DT^ ym^nX^fitzi><D^ itzlt ( 

iv) ±mt$ ;mw.n*<Diitzit2mj>± mz-iti-sm, w-tL<itn 
tzit2m) <dt ^ /®^&<7)t< /m-ee^a^ =t> o^^tr bti&o 

[0 0 0 9] 

&a*&£u ^o-spor5ymsi**»ii^«6** (#u> cys, 

[0 0 10] 

*5&W©^^KOCaHDO«^^Kt b"Ct±, ^Jilf, (i) W?m^ 
: 10»5fg-*10fl075yiBf!l*ttWf K, (ii) E^J#-^ 

: 2 , E?J#^ : 3 , mm^r : 4 $ fc»±EyiJ#^ : 6<7)i6fa^i 1 #b 
^7 5/n^j^n^^f k, (iii) E?o#-i§-: 5oi8t§~ii3t 
@<7)7 5ym^iJ^^-r^^7 s ^K, (iv) @e^iJ##: 7^2ti->-i7fi 
075 JWMW^^-^^f-Y, is xv 1 (v) <m«b<7>^7°-?- KO- m<?)T< 



[0011] 

: i?)iifi~^5fg<z)75/»ij^ti)^7 a f Ks (ii) @e^J#^-: 
2, E3«^: 3, 4 $ tzitmmm^ : 6oiifg~^6fi^7 

s./mE^J&^rl-^T'f-K, (iii) Eyijs-f-: 5<oiifi~i8ii^)7 
< yWJ^tt^^-Zf h\ &£& (iv) itt^><^^i;^y^ ko— ®<dt$ 
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o 

[0 0 12] 

) : 1 co^5#S~^l 0#@, fM#g~~tm l#gcoT^ /m@B^J 

(ii) @e?ij#-s§-: 2, 3, \ ttzm&m^ : 6©H6t 

g~ljll l#g, H5#g~3ll 2#e<7)T^ySt@B^J^^-t^>^7°^K, 

(iii) @B?iJ#-t : 50t8fg-il3i§, f7f 4f@(7)75y 

(iv) @5^ij#-^-: 7<7)^2#s~^7#g<7)T5ymse^J^^1-^^y^h\ £ 

(v) itifj^^'J^/f - K<7)-^<7)7 5 y i^I (flU 14@) ^SJCTf^^ 

[0 0 13] 

^ey ^n--f 19^^ tv^o Lv^J Lt(i, AU I I 5-6-1 

0 (FERM BP-8 2 2 1) -CfflF%tl&^<{ F-'vfflffifrhm&.ZtL 
#SAU I I 5 - 6 - 1 0 a^lil^Sft&^y *n-^;Mfcfls AU I I 1 0 3 
-5-41 (FERM BP- 8 2 2 0) -C#7jx£ ti^W 7'J h'—rfflffifrb 
14$WAU I 1103-5-41 a $ ti-?, ^ y ^ n - 1 ^ 

[0 0 14] 
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£?&#L#^LTfi, (i) E?II»f-: 10^1#g~m5#gOT<ym^iJ 
Sr^-r&^T^K. (ii) E?!I#-^: 2, E?!l#-^ : 3, E9!I*f- : 4£fctiE 
^|J#-^: 6^tlfg^6fg<7)7^W^t^^f K, (iii) @fi 
yij*^-: 5W*lf@-i8t§"©75 /TOJ^ft^>^7'f h\ teZV 1 (iv 

) citL^o^v^^f-Ko-gROT^ym^ m. 110) 

10 0 15] 

[0 0 16] 

(1) ftl^Ifi 

ffl-ti^BW^^K^^-e^W^^ (c) *H^^^K 

in-KtSDNA fc-g-^T?- * fi*K$£#l# * d £ J: o CI t 
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[0 0 17] 

(a) mm%mm t tz n%m<vmk * tz &mm- h <d&w. zmmtzm^ 

, ^t>$i^ny^*77^- -^n*7 h^y-r -fr^eo^ 

n-7^77^-»^«ii:i:J: <9 fit U ^B^o^Jl^p^-e 

(b) ^B^^JF^'fb^^^i-^^^fflv^tL^, KtLT 

(c) DNA^^W1-^^S^m#^fflV^T^^O^-7°^ Ffct^tl-^Jt-g- 

. tDNAtt, 2r£n0^n-^y^& Molecular Cloning (2nd ed 

. ; J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) &Cf5ft 
%t>) ^o«t^iH s t^o m?v-->?°?j&t LTti, (1) ^ 
mWD^-ff- V<DT $ SMmm'm^ZrifJ > UcDNA^n-ri^iiDN 
A^-f^-SrJlV^ c DNAy-fr^'J-zJ^A^riJ ^if-ya7^a 
*9 m^mWV^y^ K* n - K1"^> D N A £ 
fcti (2) ^^^^^K^T^ymse^O^^iT-^^tTtDNA^^ 
^-7-£fflv\ PCRftCi ^IT^f&W^T^- KI-^DNA^-g-^-f 

10 0 18] 

^m^mt Lx<D^y^- ( 1 ) ^o^^ Kw^ctot, 
(2) mm^: l, @e^J#^-: 2, ie^ij#-^- : 3, : 4, Sfi^ij 

: 5 > @E^iJ#-t : 6 t tz aw-vm^ : 7 -eft $ r ^ J mss^'J & ^ 

y f- K & Mil & ^ 7^ if "C Wt ^-iCio TpS^t" & - i: 5& S T- § & 0 
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i) BM<7)s<-7?- V%miklT2> ZttfX%Z> 0 &®<DMtt&^&m&mmt L 
Xl*fztz.l£, \>XT<D (i) ttzli (ii) £SB«3 *tfc^^Ss^*fc, *l& 0 

(i) M. Bodanszky £ <£ M. A. Ondetti, Y (Peptide Synt 
lies is), Interscience Publishers, New York (1966^) 

(ii) Schroeder£ J: tKLuebke. *F *<"f*f- K(The Peptide), Academic Press, N 
ew York (1965^) 

[0 0 19] 

'J^7 5 K#J3|, 4- (2', 4'-yn^y7x-;v-tKn^ry^fjI/ 
) 7x^'>tl, 4- (2', 4 , -7 , ^^>7x^-Fmoc7^xf 
;v) 7i if*^»re>*L*o iOiHfil^ a-T^7*^ 

tgtts&s £ mm iz#m l r 5 / m * . a m t -? & ^ k oE^a 19^ ^ 

Liz^ff- K4rJR0 tti L> Ife* LB 

[0 0 2 0] 
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o i^i V^^^y'^ FitltliDCC, N, N ' — v ^ V *7°tt tf;v ij )V 

xJ£\ HOB t, HOOBt^a 1 1 & KfiMRS titzT < >rtt*tt&ttri&tw& 
Jni"*^^7tt± % ^t^^^X^f fctiHOB t ^Xt-;v£>&W£HOOB txx 

tLt(i, ^ ^ K*g#J&s& icftffl L 9 & £ 1 7dm h fix v » a t, 
S*L?& 0 ^OiHSitltli, 0!lx.(fN, N-^^f)U*M7 5 K, N 

h i; ;k tf:t— h >; fo- h y S^x\?-;v& fox 

* t- * v» « i tt t, <7)li^?M^ *Lfc r 5 / MofSttfb^HI- 

0 o Co$SH^^MllM^$ti^o J^fc$:h.fcT$y'Ml^tt»#m. 
[0 0 2 1] 

Itt7 5 7^7^ >>3£<Ofi&R*i: UTfi, 0Ox.J;J\ Z> Boc, 
-^>f;^^y^;v^'-;K /fv*>-^t4y*^*-;K 4-^^y^ 
>y;Vt+y*Jl^f-;V, Cl-Z, Br-Z> 7fv>f ;^^y*H'^jl, 
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^m<7)$m&tLXl$, tzb3L\$Ci-§T)V*}V^ C3_8y^n7;K;H, C 
^>*v;K 4-^Do^>y;K 7 x f y ;Hj3 i t>x > y ;i/ 1 v ^ ;v * - ;v 

/H6*^OfijR (Ci_6) T/H&y>f /I/*, ^>yM;H^t'©7n^;i/i, ^ 

fny>07x7-;]/tt7tctS0MitLtli, ££:;L{£Bz 1 > Cl-B 
zK 2--hn^yy';K Br-Z, ? -~>^ V t^mf bfr&o 

t^f y>(7)^ 5 ^7*-;K7)f fit Ltti, Tos, 4-^h^v-2, 3 
, 6 - h V *^-Jl"<>*£>?,)V*=.)\>, DNP, Bom, Bum, Boc, Tr 
t „ F m o c & ¥&mf hi\Z>o 

Ty K, [T)Vu-)i> ^> * y- n n 7 ^ y 

2, 4, 5-PJ^nn7x;-;K 2, 4-y-bn7x;-;K y7^f 
;V7i^-;K /^7-Fn7x/-;K HONB, N-t Kn^y7s7y5 K, 
N-tKn^y7^MU% HOBt) £<7)^*x;v] & t*&mf h fr&o 

[0 0 2 2] 

oMmvftfcTxoykm^m.^xvmMmjt*?, ttz, i&fryvVc&m* 

Ofi^ 3 &^^«J:S^S^> y^V7°ne;l/xf;>7r/, h U xf;v7 ^ > 
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15/ 



AHi*«7n*^^^fc>tL*o ±mW&mz£&ffi 1 MRlBl$-mz-2 o°c~ 
-y-;i/^ j* ? ? W-fr, ? y7f^X^7>f K, 1, 4-7* 

nx~$>2> 0 ttz, H^f y >0>f 5 y7-^SSi LTfflv»t>as 2, 4-v 

1, 4 - > i/f t - ^ ^ f^^TO^ii: i ^IftiWt:, *7RBMfc 
[0 0 2 3] 

m^mm<DT)va-)vmtm^Lr < ym^T^t ^-/f k©7? k 

[0 0 2 41 
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^fI2 0 0 2 -3 1 0 3 6 4 ^ ^-v : 16/ 

J: 9 £Jt^Ti£3-&& ^immmtr & «£ < , If^^f >^i-^>j5L#0{« 
t'^^^ffl^ftTV^^^tB^^miJtTvNyx^ 1 izttLO. 1-10 0 

^^e 7u}£>, k H L v r — y & t^ffl v> ft& 0 

m-f&^x i? r vit^ y v v y & t*<D v r <7 a ft-g-tN t < y mm± * mm 

0Bx.tf, SPDP^^) ZfrfcmttzmWiTt-t&Z.tKX *)ft-;Vi^AL 
[0 0 2 5] 

(2) ru—tjvfafecDftm 

*§kW<Din>JWJ*. MiW^JLT, mf£JJEJJ£l*J&A, M&A> &T&3t 
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^-v: 17/ 



«HT 2 ~ 6 ilftfc: HS-fo, ft2~l OlaiejSfT*)^*o T&MWjVotLXl*. W 
xJWK 'f*. V^^, 77f, t^v\ -7 h 

U * if <b ^y^n-t ^fl^M \z it -r * x iim 1 1 < ffl v > *i 

-5> o 

[0 0 2 6] 

-y-t 5 ;VX^-f XD-ftfe (Nature, 256%, 1975^) tc^v^ife-ei 

£0 R-gi&tSiJ LTIi, *° 1; jc^ ^ > ^1; (PEG) *>-fe > ? -f A/ 

P3U1, SP2/0, AP- 1 & W«Mf <b*U P-3U14 

t^Slv^^ : i~2 0 : lgs^f), PEG («F*L<iiP 

EG1000-PEG6000) ^10-80 %^EO^JgT^P$^ Mlt 2 

o~4 or, fff t<ii30~3 7r-ea^i ~ 1 o^ra^r m-& c: 

[0 0 2 7] 
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^-v: 18/ 



£*°*-9->^>. T^-Zf'J^ «ILt, 10~20%W 

mm*'£ttWMmmMi&ib rpmi 1 6 4 o) xnt>ft^ 0 ^wry k- 

Lx%mx%& 0 

[0 0 2 8] 

3-/wi*jftffi, mm&tf:m&, m%.$m&. m. deae) 

ZWifcrnfe, sa^MS* r^ilft, wi^n^M >A&&v> 

[0 0 2 9] 

M^X i> X < . * fctfrfc^OFCab* )2. Fab' i fcfiFablifl-* ^&fflv>T 4> <fc v> 
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^-v: 19/ 




[0 0 3 0] 

( 1 ) tf£-& 

(a) (i) ^VWmfc (#!k AUII5-6-10aS/c(iAUII103-5-41a-e^$tt^>^ 

y ?u-i-fririfo%t') , (ii) ^^^-yxmmit^^tz^mo^f^ v\ 

«tr>* (iii) HRP (M#7-9-lf^'-^^v^— If") XWM 

(b) (i) ^l&HJ<7)^# (#!k AUII5-6-10at 7t{iAUII103-5-41aTlI^$tL^,^ 
y ^n-^-;v#fc#:&^) , (ii) HR PT^f^b£fr£:£^<^7 0 ^ P\ £<fc 

(iii) I£*«£«IU m£4&, H^lCP^tT^HRPrStt^rliJ^U «l 

[0 0 3 1 ] 

(2) V> 



mmm 2003-3097904 



^fcM. 2002-310364 ^ ^- V ; 20/ 

KRB-t Zfcfc (UtL<li, AUII5-6-10a^/c{±AUII103-5-41a-e^^tt^,^e 

KB-t&tfhfc (fc?3:L<fi. AUII5-6-10a££f2AUII103-5-41aT^£;fr&^/ 
?n-^;Mfi#:) % mm^fitz^mM^^y'^- K<^NMiJ<7>$|S^^- Klc# 

[0 0 3 2] 

#n#j k Rfc-r %> fcmzw&M z Kfc ( i >xkj&) zbizmmtztitz* 
mm^^-y^ v<Dcm<nMft^73- Y\zmmmzKfc^&tjm*tzi±*§km<o 

2^JS^fflv^n^^#(iC^isiJO§P^y°^KW (BP*>, NSfiMW 



ttif£# 2003-3097904 



^WM. 2002-310364 ^ V : 21/ 

osp^^mn (bp*^ cam) *mm-tz>ffimm$L<m^bfr& 0 

[0 0 3 3] 

(3) ^Ay^F'J'^ft 

o 

[0 0 3 4] 

(4) ^7ny 

[0 0 3 5] 

±IB (1) ~ (4) 05e*?*^*5v*T, *ffc»K*fflV/»&ai3t^jcfflv>?,*L* 
©T?«±3a?v^ «x.lf [125 i] % [131 1] N [3 H ] , [14c ] &£im*L 
7 * x -7 t * - -fe\ * * v ^- -If, U > ^JB47K*»3R* Ffimtf <b frho 

[0 0 3 6] 
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^-v: 22/ 



& fo^te^im* m x. tf # * ^ i/ > > *°'j7^'j;v7U\ v <; ^ > £ ^ 

[0 0 3 7] 

H^^oa#<7)^fT6^@£^^^^T^:^c0^y^ K<Z>SiJ^**3S-*-*Uf <fc 

^trl;* (#UxJ2:\ Aft l"^*^ r J (lUSftk Bg^P4 9 
#f&ff) . Aft Xfi ^7ytU;7^^J (Mfctfc, BHfD5 4^^f) 

, 5jn^r6ib® mmft&mfem m^m^ mm 5 3^^f) > mmm* 

r^^M^J (H3JK) (IS^#I£> HSfD6 2^»ff) > methods in E 
NZYMOLOGYJ Vol. 70 (Immunochemical Techniques (Part A)) > PI* Vol. 73 ( 
Immunochemical Techniques (Part B)) > Vol. 74 (Immunochemical Techni 
ques(Part 0 ) > Vol. 84 (Immunochemical Techniques (Part DiSelected 
Immunoassays)) „ IWJIt Vol. 92 (Immunochemical Techniques (Part ElMonoclon 
al Antibodies and General Immunoassay Methods)) IWIllr Vol. 121 (Immunoc 
hemical Techniques (Part IlHybridoma Technology and Monoclonal Antibodies 
)) (M_t, 7*fv;^y«^|f) &4r#RfQ o tt±^i^:> 

[0 0 3 8] 

*&m<omt*m^x&&& («, JUAN m§r3:tL&«iw 
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i-y. 23/ 



He. WMLflEfcf) , Wft£,fll («, Wife. MMttl«,ftfc if) > 

[0 0 3 9] 

(2) ^^f^^Lt^Sgl 

r>Y>m. ^ai«*, i&jfiL«ttsgi«& ti , ffl^m ^he^e 

[0 0 4 0] 
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^j(±ftM^J, ^Tffii^j, 

m^hfozim<r)jm.WL, ttzitm&mzmm, mm * tz mut-r & c t k * ■=> 

, #M^>#mv£143iJ (i, v;w<- h 8 0. HCO-50 
(polyoxyethylene (5 Omol) adduct of hydrogenated castor oil) ) 
fflUUv> 0 flMMtLTli. Miff, ^a^#^v^^ 

> L T^cJft > v ;k ^ ^ v ;v 7;^- L T 4> £ v\, 3B$% $ 

[0 0 4 1] 

^rf^J t L < \±mtm\*^ Ltv^t & Jiv> 0 Sgfljffl coffin MMM t LX 
[0 0 4 2] 



miE^F2 003-3097904 



2002-310364 ^- v : 25/ 

%i&mmz.<7>Mmzmmz ti& a t mi-u^x^ %><> z^x^ Kym^&^nw* 

hti&o m*<V^Mt Ltii, %mm&Mfimfz «9iI1it5~500m gUJg, 

t <o frumm-vte 5 ~ i o o m gmm, ^^wxdmmxiz 1 o ~ 2 5 0 m gfi 

[0 0 4 3] 

0.0 1- 2 Orag/k gfcmmm, 1&i L< iiO. 1 ~ 1 Omg/k g#«ijg 
, £^03: L< J£0. l-5rag/k g#«Ijg&, 1 a 1 ~ 5 Eflffi, »f 

L<tii s i~3H]^, m&i^- x ^o^-r^omm^x^^o m<D#m 
tfxz&o mmmKm^Wi^-ii, t<Dmmzmcxm-&Lxi> x^ a 

[0 0 4 4] 

^m^mmm^is^x, r^if^i&tt^t^i^ iupac-iub comm 

ision on Biochemical Nomenclature K X Z>V& J *r%>%> ^\±^kW.ftWKioW %>\%M 



P AM 




B o c 




Fm o c 




C 1 -z 




Br-Z 




B z 1 




C 1 — B z 1 


: 2 -^nn-^>y> 


O c H e x 
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OB z 1 
T o s 
HONB 
K 



26/ 



HOB t : 


1 - Y. Kn + 'W/h V 7'/-;v 


HOOBt : 


3 -fc Kn + y-3, 4-yt 


>y*h rv> 




M e B z 1 I 


4 - ^fM>y> 


Bom I 




Bum ' 


t -y>+y^f;v 


T r t 




DNP : 




TF A : 




DMF : 




D CM : 




d c c : 


N, N'-v'y ^ DA^f ;v,f y 'f ^ K 


B H A : 


^yXt KM ;i/T ^ > 


p MB HA : 


p — ;v^>Xt KV ^7 5 > 


c ho : 




G 1 y : 




Ala : 


T ^ — > 


T T 1 » 

V a 1 


^ v 


Leu : 




lie : 


^VO/fy> 


Ser : 


•fey > 


T h r : 




C y s : 


yXf'f > 


Me t I 




G l u : 


y^;i/^ 5 >@£ 



-1,2, 3-^ 
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mm. 2 0 0 2 -3 1 0 3 6 4 _ ^- v : 27/ 



Asp 


: 7*^7 


L y s 


: v> 


A r g 




H i s 




P h e 


: 7x-;i/77-> 


T y r 


: n > 


1 r p 


• k 1] —J 9 k ~ 7 -=» ^ 


Pro 




A s n 




G 1 n 





[0 0 4 5] 

-to 

imm^ : i ] 

t: F9nf>-» I I <DT $ ygtSB^J^^o 
: 2 ] 

7'^-)nf>y>I I-l<7)7 5y»iJ^^f 0 
LWJ#-§- : 3 ] 

-)y7DT i ymse^J^^i-o 
(BayiJfNg- : 5 ] 

CS^'J#-t : 6 3 

;^'7Df>y s / I I <7)T^ /mWM^W^o 

mvm^r : 7 1 

&T^-f##M 1 X«'&btifzt V 9Dt >v> I HWS^^K (URP) <7) 
[0 0 4 6] 
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^-v'l 28/ 



'i%M<omMm 1 X-'&hfrtz^J 7>) F-vttAU II5-6-10li, ¥J8 
1 4 (2 0 0 2) ^10H22B^?>, B^S^ilrO < (fTfrm 1 T§ 1 1 

4>*II6 (£IHg#-^3 0 5-8 5 6 6) . $m»£A0mK#f^W2EB'r 
^It£^FiHr>*-K:. ^ft#-^FERM BP-8 2 2 1 t LT^It^ttT 

^<50HWi 1 T?#<b*i./^W 7*'; K-v«AU I I 1 03-5-4 Hi, 
TO 14 (2 0 0 2)^10fl22BH, H^S^^.o < (ffim lTllf 
ittl 1 f^lS 6 (f|5^#-5§- 305-8566) , Amil&fTl&^W^ 
#imrit-b>^-(:, ritff FERM BP-8 2 2 0 t Ltfffi^ 

[0 0 4 7] 

[0 0 4 8] 

##0IJ1 

t^nf^y^I I MjS^-/"^ K (U R P) (SB^I#-^ : 7 ) <omt 
TfrI£OBoc-Val-OCH 2 -PAM#J3l (0.77 mmole/g resin) 0.5 mmole ^£^7*-f- K 
^^^ACT-90 (Advanced Chemtechtt) <DWJfcM\Z\*i^ Boc-strategy (NMP-H0B 
t) ^-ff- K^^-eBoc-Cys(MeBzl), Boc-Tyr (Br-Z) , Boc-Lys(Cl-Z) , Boc- 
Trp(CHO), Boc-Phe, Boc-Cys(MeBzl), Boc-AlaSrJRlCalA It B WOftl^yf 
KWJtSr^fco C1CO#I|0.32 gSrp-^ l^V-;U2 ml, 1,4-7* > yft-M.5 
mlfc#fcfc*MaK*20 ml*0°C6 O^jWU*, »ft***»E9*U 

^77f';n (M:m&M) G-25# 9 A (2. 0 x 80 cm) Kffr Lfco H»*fc-C« 
iaLT±^®^^^> LTJfflSH^7?-K118 mg£#£ 0 «l^d*>50m 
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^-v: 29/ 



^in^T^^)pH^ 3 KfMELfco LiChroprep (g&iS$5Q RP-18£3frW L£i£ 
^g^n-y-h^^A (2.6 x 60 cm) KffrU 0.1% TFA7K200mk^v»T0. 1% TFA 
^20%T-fei:*w h y JV7K200 ml Lfco 3fcK0.1% TFA^f20%7-t > - 
h U ;V7X300ml tO. 1% TFA#^50%T-t h - h V ;V^c300 ml *fflV»fcjKUSl4gKifl 

ESI-MS : M+ 1017. 1 (mW$m 1017. 2) 
HPLC^fcBHfUfl : 9.955* 

*7A: Wakosil-II 5C18HG 4.6 x 100mm 

}#gt$C : A^: 0.1% TFA-tK> Bi£: 0.1% TFA^T-fe h y ;v£fflv\ A/B: 
80/20~60/40^EmM^JK^E^m (1053*) 

m.m : l.omi/^ 

[0 0 4 9] 

mmm 1 

(1) ft!SEIKOf^tti5J:tKmft 

HHafVyVII (E?!l#^ : 1) > 7'^nf>y> I I - 1 (SB^iJ# 
: 2) , y^nr>y>I 1-2 (ie^J#-^ : 3) , ^'>^n-jr>->> I I 
: 4 ) ^i^yb^nfvyvil (K^JH-^- : 5) fcC pfrMo 
KJiS (Cys-Phe-Tx-p-Lys-Tyr-Cys) ff— Scf ^'H? (goby, long-jawed mudsucke 
r, Gillichthys mirabilis) ^r>y>I I (/*.=. >X 9tti «9 <^iAp n n > Sfi 



WSBRf^RO/i*> lmgWnfVy'/I I ^ 7"^ K <h 4mg(7) , 7yf-D 
yw7V> (BTG) ^30mg(7)ECDI ( 1 -■x^-fl'- 3 - 

^nf>y>I I-BTG&^£-£trRjSifc£0. 1 5M^ht HJ ^AtR 
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^-v : 30/ 



£3fiJf(fc LT 10J^^^n-r>v> I I 20^ g*BS&B a 1 b/Cv 

(Hi. 6~8iSiS) ^tJOIH^tTtrc ®®%Ll£frb&£Z4Mm&, 
hvuy{y\ (OTf^T vo./^ V * ifr t L T 2 III g £ L 

fco ffi#fflb& s ±#1"* $ t\ 2 § £^4?* nfmil-BT Gm&i* 

[0 0 5 0] 

(2) e*^>«fW3tSO^« 

;N-if^nf>y>I I B9Rfc£»!l5£ft (E I A) O^S 

IfthL/Co t^fc^, ^^nf >y>I I 2nmoU0. 1 m 1 <D 5 0 
mM'j/WI (pH7. 5) izmmL, tfif >N-t Kn^y^^y>^f 
^ KiXf^2 Onmo 1 ^JPx.-CM^ 1 mmfcfcZ*t?z 0 Z<DKfc\Z±y)^ 

SEJfctZtf, HPLClCtot^IIU N^r^-vaiio^i^T-Wbs 
H^Df>y>II ( [N-t*tf-;v-Al a 1 ] />-tf n-r >>> > I 

^ — >^§3&^<&^ J ^^^>fb£ tL^^^r 1 ? n t" > v > I Jfi^fK 

&^x tr**- > i ^jwe-fr LxfrHtimua Ltzzt, x/^ k-? >sc «t 

SN*17 5 /mSfi^tfl'*3V^-C> N*<7)77^>a*(0 a-T±ymtf¥* 
^yi'CZtitztztbizj yf*'>7>»7 ^ - ;i/ i: <aSJs£ri*3ifr-£1% 77- 



[0 0 5 1] 

(3) tffrMiOMSe 
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%rm 2002-310364 



^-v: 31/ 



/ml^tf5 0mMKi!«fS (pH9. 6) t9 6-)x^70d^-H: 
lOO^lfo^ftU 4*C-C2 4l$IWJ&1tLfco ^t:, ^V-h^'J 
^S&ifiTK (PBS. pH7. 4) Ti$fci#-L*:<9*>, * x.fr<D&m<D&&MtiL* 
&Z<°tz&2 5%7D'^x-; (5£P?L*ti:S0 Sr^trP B S * 2 0 0 ^ 1 i* 
o^L> 4tt^< 2 4B#ra^ i St7 F io 

77-C (1%BSA, 0. 4M NaCU &£Tf2mM EDTA£#trO 
. 0 pH7. 0) ^^L7t-7^^tiL^^^nT->v> I I 

^jftrt i o o ix i &in;U 4^1 6 n fflfrfcmtfco m~f^- f^pb 

STift&L ±12 (2) X^mLfz^^^ymmt^^u^yiyy 1 1 

(^•777-ct»2 0 o^f^) 100^1 £}jn;U ^-e6B#r B m^$-fr/io 
m-fl-- h £PB Stnftif-L ^7x;v{:^777-Ctl 000 

KIRKEGAARD & PERRY LAB, INC., 7 ^ 3 v^«&) 100// 1 Jn 1 0^ 

W£JS$-fr*dfcfcJ:Oa!teLfco »S4\ 1M'J>|100^ 1 fc2nix.Tflt.ih 
4 5 0 nmOM^yv- h »J (B I CHROMAT I C, 

CHI] ic^i- 0 

[0 0 5 2] 

(4) *7^n-t^nf >y>I IM^H 

JtteW»v»ift#:flBS:^L7t , vC;^^MLT2 0 0-3 0 0// gOftftRttl 
££tK0. 25-0. 3m 1 H^^^tOS-ftJRrtHSfa-tAittrJ: 

* y i/ 2>iSU ^ - ^ ;vX • A • x y -fe > y t f ^ 7 A ( 

MEM) KffilfcS*, UliMt^i? 1 ;, *ni&K*£J8v*&ffifl&2: UT, B 
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32/ 



ALB/Cv^^^Un-7i|P3-X6 3.Ag8. Ul (P3U1) 
Zm^fz (iiU>h 4> W^n;^tDy- T > K ^fA/n 

v-, 81^, 1JC, 197840 o WM 256^. 495M. 1 

97530 i:$ctif^of: 0 -r%t>% s mm&te*&p 3 U l £> zurtuk 

f»***L«:v»MEM-e3JS*ifrU illitP 3 U ltW^ 5 : 

^i^rl^t-r, 8 o o®3e-ci 5^r^6^^f^orm^«$^/io ±?f 

Sr^lw^L/cf^ ifcJK*e<t5CU 4 5%#i)^u>W (PE 
G) 6 0 0 0 (3?*50tt») *0. 3mlSni, 3 7 rSTMf^-C 7 
»S L T tt4> SrfT * o fc 0 2 m 1 <7>#J£"CM EM^iJDU 

fH 5m 1 (7)MEM^Jnif:t6 0 0@gl 5 #M$frk LT±i*&|$* Lfco - 
(omm,nmfc* 1 0 %4^^JMfr £-g^Tt£ GIT^f^^A (*n3fe#62!S) ( G 
IT-10% FCS)i:P3UH J lmlSi)2xiO 5 faKti: Z> £ 5 izm&Z 
2 4^ff^r/a ('J>7nti) i:i-)x^lmlfol20^x 
JWCjfSLfco Jf®m> «£3 7 < Ctr5%^:m^^ >3fi^-* 
L7t 0 2 4HW^HAT (tW>f>lX10" 4 M, 7$; 7 t'J>4x 
10~7m, f5y>l. 6X1 0~3m) 0% FCS^ 

«i (HATfi) £ 1 lm 1 foiM^utCi *K HATil^if 

#*HI*&tfco HATMftli, *£»!&3, 6, 9 H&fclBifc*: 1 m 1 *TC 
fcfcfc, 1ml OHAT^i^M^-tCi t)mWtL?Zo 7V K— 

mmi*. mmm&fe 9 ~ 1 4 b t*u*> h *u t&ztm*nm Ltztn (mix 10 
> i : - 1 c± «9ia«^tt^^^^p-<7to 

/m:'9 of>y>I I fc&^Lfc^'y-^ft^W 7*V 1;-- >^ 

W*lWhLT, 7^No.6 (HI1#HS) =SrffiV^-Ct#^ttfc^*S: CHI 2 ] 

no. 513^^0. i o v~^m±m^<7)^it, mm^^^ 

DfVvV I I fcjfrfr-taifcjW^SfU No. SiSitKNo. 103cofh2@ 
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^-v : 33/ 



n-^>^c|5f|LT(i. 7^ -Mlt LtBALB/Cv-)^(Dliii$: 
•7^;l^l? 5 X 1 0 5m\^Z> £7 KlN?ttz 0 ? u-=.> r<Dffi^ No. 5- 

6-10*5*0*1*0. 103-5-4 1 <D2mm.<r>?v->**m-m£A<r)ig i ^ 

^^7'JK-vtLTML/: 0 No. 5-6-10 is* tfNo. 10 3-5- 
4 1 Z^ti^ftiAU I I 5-6-1 OiJitfAUI I 103-5-41 t<fr%-f 

Mrt^^Tc^* (BALB/C) \Z 1 ~3 X 1 0 **Jl>/m*W&n%& 
L?z<D%^ 6-200 m \Zfcfc^mfr*W®L L fco 

o m7K6~2 0m 1 *^*<7)|t^« (3. 5M NaC 1, 0 . 0 

5%NaN3&£-trl. 5M^'Jy>, pH9. 0) T?#JRLfctf>"£, &£>7>C 
*IS'a««ifc-e s FflHfc t 'Jn>lft>f7 P nf'f>-A-7#n-^ (Repl ig 
entt§!0 * 7 A K# Ln ( 0 . 05%NaN 3 mO. 

lM?x>Ki», pH3. 0) T^ffiLfCo v#fcB?£t±PB S KJtLT 4 1C> 
2 Blfl!St#fLfcO*>, 0. 2 2 J ui^7'f;^-(5 , J stfTtfcSD i •) 
L 4*0**^14- 8 OTCtftlL/Co ^7^n-t^»^7^ • t7'^7^ 

* b^fAyy-^> hr^'f (E L 1 s A) &£fT£ofc 0 #Mfc2 
^g/ml^-g-tf 0. lM^iiif^ pH9. e^ge^xiwon^v- 
M:i00/< lfo^l> 4tt2 4 tiFfflftll L£ 0 ±IB ( 3 ) -C&^ttfe 

-Y fc? y h (Mouse-TyperU Sub-Isotyping Kit, ^4 Ktfcjft) 

*fflv>*E L I S Ai:^t@M»^ 9*. ■9-r^9XSr1H^o ±IB2 
3HH(7VW T'VK-v (No. 5-6-10*^^0. 10 3-5-41)0 
m&.1-Z>%m<0? s 7A\ l tt i> CIgGI X-$>vtZo 
[0 0 5 3l 
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^-v: 34/ 



mnm2 

5-6-10*3<t^No. 103-5-4 1 <0-?-ii-f ^ n-t;i/ 

#b# (AUII5-6-10ai3J:O f AUII103-5-4 1a) *>RJ&#* 

±tmmm i ( 3 ) fem^t^ -)^u/^n^j > mt^s-? od-/w 

Hc % (1%BSA, 0. 4M NaC U iSiD^mM EDT 

ASr^trO. 0 2M'J>Wt, pH7. 0) V 4 8 6 ^#f?£ fitz A U I I 
5-6-1 O'Wr 1 ; K-^#±vf t7tt±/"?-y 77-CT?5 4fS*JR$*L/sA 
UII103-5-41M7'J K-v^*JLvf^TO3 3 ^ U 
KJ: f)P*$*L^#a»*Oli K V^-l, >7 7 his^U^-tr^n^ 
v > I I 'MWL 3 3 /u K & i -hSBflifefll 1 ( 2 ) fB^?) If* ^i&ft^-tr -7 
nf>v>II (/N'^77-C-e8 3 3 3Mf) * 3 3 M 1 flpx., 4°Ctrl6 
ftWEUfcZtto %J&'<&, PBS«L^-t., #7x^D^7 77-CT"l 

0 0 0 Of&^^L^HRPWKfeTlfv'^^ffil 0 0^1 fcinx.. Mi&-e3B#K 

( 3 ) K®<7)7}&K «£ 0 S05g L fc D 

itL^^N^fy; K--7^_L?f (AU I I 5 - 6 - 1 OfcitfAU I I 1 0 3 
-5-4 1) Srfflv^jK^j£-E I AOJ»*Sr [El 3} is J: [0 4 ] K^fo 
@3t:^fJ:M^ AU I I 5 - 6 - 1 0 a 14, t: K 7** - 1 „ 9'A77 

mt&ZttffofrifZo Z<DZtfr<b, AUI I5-6-10ali, Zfih<D^. 

rK&m%Ufrffl&X~$>2> Cys-Phe-Trp-Lys-Tyr-Cy 
sW&\£%mt& tmz-bti&o AU I I5-6-10a<Oth70r>y>I 

1 ^ft^lMffifct^ 1 ^ (B/Bo ) =0. 5 t: ^nf>y>I IiM 

1 • 2 nMT^o/;o 

-7^ EI 4 tc^-t X i iz^ AUI I 103-5-4 1 att, 79 - 1 , >7 v£ 
y h t/n-f > v> I I teJfc^T* h is J: OVn^* -7 n -f >•> > I I 
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TIftv\RJSS1££^L;fco AU I I 1 03-5-41 a<?)tf ^Df I lc 

Wt*RJS14 ( (B/Bo ) =0. 5*#x.afitKiftJK: 0. 6 8 nMli, 7** 
■)nf>v>I I - 1 KM-t&fcfc®. ( (B/Bo ) =0. 5 £#;L£#y§C7lJt 
: 1 7. 4 nMtf>&0. 0 4ffr-e3bo^ 0 ClcO££j6>t>, AUI I 103-5- 
4 1ali, hiScfc^-t'^nxVvV I I ^ii^^atT^^A s p -C 
ys-Phe-Trp-Lys-Tyr-Cy s * ©ftti" * CI t7j ? #x_ t>*t 

£*L<b 211^)^^ r'J K--v**_bi*<0 (B/Bo) =0. 5&#x.&fcl- 
^Dr>v>I IOilf li, 0. 5-2. OnMO^ffl^&lK ^tL<b2@^0 
^^'J K—t**±»*Mv»**-6^-E I Afit &K^SJg"e&iK &0. 
2 nM [ (B/B o) =0. 9] cot: ^Or>v> I I ^ffinTfg-e&oTCo 
[0 0 5 4] 



•=ey ^n-f-;v^#AUII5-6-10alcj;^t: K ^-1> 9?bfeJ:tl f 

AUII5-6-10alc J; h t: h „ 7 7 > & <£ U^-fe* n -r > v > I 

I •i>*fDt£14&, 7 7 hGPR14P-b7°^-^?SCH0m (W0 00/32627 K%Z 

i<07 7f sENR^cHoiffl^ t m— <7>mm) *m^tzT?*Yy mttmnmfe 

AUII5-6-10a£#®ztJ^ U> 3, 10, 30, 100i3 <£ CK300nM) UK 
y ? - 1 . ^y, 7 7 h £ X Tf^Jf ? n -r > v >II (#10nM) t m.M.X* 1 H#F*1 >f 

> * a. ^ _ 3 >^ ^^tt s- „ gprh ^ -t -t 9 -msmmm. &$im l 

77^f K>^tltWtBfSttOifJ^(±, 7 7 hGPR141^7°*-^CH0«£ 
> 24 well plateK0.5 x 10& cells/wel lOlfflMJ^;^ £ , 24B#P E g*£##u [ 3 
H] 77*r>M*0.5 M Ci/wel\t%:2>£ol l zm\\LtZo [ 3 H] 77^rF« 
2JQ24B3WIL 0.1% BSA^-^-tfMEM-e^feii-^ ±&<D&mm<n* S ? n - 

500^ 1/well-e^Jnt^o 37 e Ct?lB#r B 1'l' >*^-va > LtzfeK, 
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moo M i^^y^-u~^-4mnzm^, Kfcmtipizmmztifz [3h] ry*y 

CBI 5] fcarto 

AUII5-6-10af±> K 79-1, ^v, 9 y h& J:t>VN^f^DT-^v>II^ 
^±(Oui^t>, AUII5-6-10a(±, kh, 79-1^ 9 y h &<fc 0^4* 



[0 0 5 5] 

*uw&mm rwu-v-m. try 

^>h>#i, igA1M^ IHJflL«tt«Si*«ri:) > ^BR^ 

JBE*^) > ffR&fc Wife, "S^£\ W£telNfefc&£') , ( 



fcBiE# 2003-3097904 



# 



mm 2002-310364 



^-v! 37/ 



Jfcfcir) > Kill «JBU SHfeS**^) o^Wf, ^Rr^feJiJfi 

[0 0 5 6] 



<110> Takada Chemical Industries, Ltd. 

<120> Antibody and its use 

<130> B02348 

<160> 7 

<210> 1 

<211> 11 

<212> PRT 

<213> Human 

<400> 1 

Glu Thr Pro Asp Cys Phe Trp Lys Tyr Cys Val 



<210> 2 
<211> 12 
<212> PRT 
<213> Pig 
<400> 2 

Gly Pro Thr Ser Glu Cys Phe Trp Lys Tyr Cys Val 



SEQUENCE LISTING 



5 



10 



5 



10 
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<210> 3 
<211> 12 
<212> PRT 
<213> Pig 
<400> 3 

Gly Pro Pro Ser Glu Cys Phe Trp Lys Tyr Cys Val 
5 10 

<210> 4 
<211> 12 
<212> PRT 
<213> Cow 
<400> 4 

Gly Pro Ser Ser Glu Cys Phe Trp Lys Tyr Cys Val 
5 10 

<210> 5 
<211> 14 
<212> PRT 
<213> Rat 

<223> Xaa shows pyroglutamic acid 
<400> 5 

Xaa Kis Gly Thr Ala Pro Glu Cys Phe Trp Lys Tyr Cys He 
5 10 

<210> 6 
<211> 12 
<212> PRT 

toSE# 2003-3097904 
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<213> Goby 
<400> 6 

Ala Gly Thr Ala Asp Cys Phe Trp Lys Tyr Cys Val 
5 10 



<210> 7 
<211> 8 
<212> PRT 
<213> Human 
<400> 7 

Ala Cys Phe Trp Lys Tyr Cys Val 
5 



[mi] ^Dt>y^i i ifzmLtz^vx^fafcmzvt^ymmik^ 

□fi^«y-;*.N o. 1 Iliv^^No^i, Oli-7>)XNo.3^ •ti^'y- 
[EI2] ^-tf*n-r>v>' I I l:ML/;v^^^ffiv^:f ^»1M<7)^ 

1 1 -i$mm%, mi$7?vvr>i/> 1 1 - i»^^-r 0 

[i3] AUI INo. 5-6-1 OaOtb^nfVv^I I (-□-) > T 
Mnf>y>II-l (-0-) > ^y^nfyy^II (-A-) ,7^> 
•>nf>y>II (-O-) *3J:^VN^f^n^>v> I I (-X-) 

M&fe-E I AtiKf:|tf^^t 0 
[H4] AUII103-5-41aOth')nf>y>II (-□-) ^ -7*^ 
^nf>y>II-l (-O-) , -)y-)nf/y>II (-A-) ,7^-) 



fcbiEiif 2003-3097904 
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nf>y>II (-O-) is itFA-lf^nf>v> I I (-X-) ic^fi" & £J£ 
tt^e^-^>^|«feft;^-tf^n7 : - >v> I I fc£trHRP$R!&Tfcry>'£fflv>&$fc 

[HI 5] AUI INo. 5-6-1 0a^)tHn7>y>I I (-□-) ^ ~? 
^□f >v>I 1-1 (-O-) , , )'> , )af>'»II (-A-) ,7 7h 
^of>-»II (-O-) fciO^-tf^n-f >~>> I I (-X-) <7)77fG 
PR 1 4 V-fc7'*-f&^CHOaJI&^'b<7)T7* K>«ftlMMftffl^fc^* 
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[HI] 



3.5 




100 1000 10000 100000 1000000 10000000 
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[02] 



2.5 
I 2 
1.5 



1 



0.5 
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ri 




Inn 



Thior-o>a5oJcop-ocoooaif-oiTtmr-»co 



0)lOt000CM0)NOO» 

<o r- r* r-» co oo o o 
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[IH3] 

120 -i 




0 i 1 1 1 1 1 

0.01 0.1 1 10 100 1000 10000 

I^K* Jt(nM) 
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/\-tf OPT>v>H 



120 




0.01 0.1 1 10 100 



1000 10000 
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5/E 



-o- Pir 1 

^ /\-tf ^ P^>V>II 



100 




0.1 



10 

IgG;gjg(nM) 



100 



1000 
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l/E 
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a! m a m & iff m 



[000002934] 
0 1992^ 1H22B 



